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^^-c- #<*w r o)&|>i (hepatitis B virus, "HBV"S ef^)^ S^"^ 

^ He)-Sl<>]] cfl^!: tl^^r (humanized antibody)°fl ^-£-5., ^afla^S. 

HBV^ =2J-S1<*1 ^ ^3 $1 KR127^ 7>^^^4 7\% -ppA} 

^ ^dt^l-JL tfl#o.3. «?]-?} 5j- IMfl^) ^ (heavy 

chain) -B-^V ^ 341 (light chain) -fr#*r, °1» 3L$-*rfe ^ #7l ^ 

^ =l^3- I^^^l* HBV^ 

= ei-si<*i tfl^; oi^vsi- ^s^^^i , ^ ^3 ^ 

3 KR127S+ -frA}^ ^1^-^ ^l§r^i-£ KR127^ ^efl 

HBV #<3^ o|| #4 ^^r^ *)3>H ^ 
£ 1 
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£ l£r HBV jSE^* = 3j-Sl4| tfl«: ^33 ^31 KR127 ^ 

S. 2fe HBV =2l-SH tflSb ^ ^ KR127°fl tfltb <?1 

^ifl -SH!l*> HKR127HC* £fe 4^^" 7fl^^.S. M-^^fl ^oj^, 

S. 3^r HBV 5.^^ Sel-Sl<>fl tfl^; ^ ^ KR127 ^ Sl^S* 

^ ^iflo] o}p!^a> X\<& ^ <*7] a^^- tiling vJ.Ej.ufl ^o]ji ( 

S. 4fe HBVS) 5.^*8- $1 Sel-Sl^l tfl^ t&^M- ^1 KR127^] cfl^l: 

°1#3* 341 -*H!i*} HKR127KC* £fe 4^^: 7fl^o.S. q-Ej-ML ^ 6 H, 

£ 5a^ HBV^ S^lHl SS)-S1^1 tfltt ^ ^ 

^ ^Bj P CMV-HKR127HC» ?J °H , 

i 5b £ HBV^l HBl-SH tfl* ^l^Sj- ^*fl£) ^ifl ^ 

^ ^3 P KC-dhfr-HKR127# M-B}-^ 

£ 6^ oi^-gj- HZKR1273 ^^Sj-S» ^3 

KR1274 ^vfl ^o]r^. 

O : KR127 ; ■ : HZKR127 



^Ml 

HBV^ Hel-SH cfltb <?]#3}- D-*W ^ 

jitf ^*)-7flfe, HBV^ ^ A 33 i&'SWSMI KR1275] 7}^ 

(heavy chain) ^ 341 (light chain) -*Hi*r, °1« ^*}k= ^ ^ 

&4 (Tiollais and Buendia, Sci. Am., 264, 48, 1991). HBV^l 37fl^ ^ 

^3fe*H, ^313-°-^ S 3£^*rfe ^ (major) S ^€*r 

^-€^r 2£^-«r*r ^ (middle) ^ S S^-S2 = 3 -SI 

Sfs}^ tfl (large) ^^.3. tM^^t. (Neurath, A.R, and Kent, 

S.B.H., Adv. Virus Res., 34 : 65-142, 1988). °1 S-€- HBV 

«}o]e^o] ^ w ^ HBV #<g<>IM^ S^-S^l tfl^ 

^^^-^(Non-responsiveness)^: *r ^.(Iwarson ^, J. Med. Virol. 

16: 89-96, 1985; Itoh, -f-, Proc. Natl. Acad. Sci. USA 84:9174-9178, 1986; 
Neurath Vaccine 7: 234-236, 1989; Budkowska ^, J. Med. Virol. 20: 



111-125, 1986; Milich -g-, Proc. Natl. Acad. Sci . USA 82: 8168-8172, 1985; 
Milich ^, J. Immunol. 137. 315-322, 1986). 

zl % = 3 -si JELs)-S2 S U^^Hr w>c]^^ o^i- 

(infectious virus part icles)°fl ^3. ^^flSj-Jl (Heermann J. Virol. 52: 

396-402, 1984), &*H2.£\ ®<*\^7] , =Bl-Sl«fl 

€-€r^l^ It^HI nfl-f 3-8-*H (Neurath et al., Cell, 46, 

429, 1986; Pontisso, et al., Virol., 173. 533 1989; Neurath et al., Vaccine, 
7, 234, 1989), HBV#<gs] <W*r B*§ AjS-ofl 4r-g-^: ^z^i*. 

HBV°fl #<§^ 1:^ HBV °<J>8 91 SL^SL^tf A J^i 6 W HBV<>11 

^^.71^; £^ HBV ^^-^ ^r#^} ^ 

HBV S>7l ^*H*r*|fe HB (°1§> "HBIG"3. S^^O-i: 

*r-8-Sr£tf (Beasley et a7., Lancet, 2, 1099, 1983; Todo al., Hepatol., 13, 
619, 1991). ^>-g-S)Jl HBIGfe H^i^f^ 7] nfl^H, 

1 8-€ 6 n tfltb (specif icity)°l *)lS*r^ ^ -£<£€<Hl -f^7> 

S^H, ii<^ 31^ ^#«flo> t^tf^ ^l^o] o^cf. 

^"71 Sfl^SM ^r°3 HBV S^^oll cfl^: ^>-§- 

-i- -fr^Sh}^. (Shawler et al,, J. Immunol., 135, 1530, 1985). 



cfl^^AVo] 7>^S]-J1, -H-^^ Efl^-I: °JMs}^^^ ^ *fl<M3 ^ 

criti>o__a- ^s. ^<g^ 9X^ (Riechmann et al., Nature, 332, 323, 

1988; Nakatani et al., Protein Engineering, 7,435, 1994). 

o)6\) M. i£ ^*}^8r HBV^ X^^l = 3-Sl*fl rfl^b ^^##^-^1 KR127^r 7fl 

^ «} $131, KR127^*f|^ 7>«i<3<*j-8: <a-«>fe -fr^*>S- ^Sl^ ^ <g ?1 *1 <I -8: 
£3$: 5a^-(tfl^^- *fl97-30696Jl). 

a. ^-xgofl^^ ^-71 ^ c^-I-^r^l KR127S.-^-Bl ^Mfl-g- HBV 

^^r^ ^l^l ^-g-*)-31^>, KR127 ^41 ^ 7}^<g« 

^ -B"^># afl^ ^ oll-^. ^^B^} ^-S-^SH ^4^» ^ 
o. o]J§ _ Bfloj:^ ^ KR127^ ^>tb "*8-€^ 

°1^7> S}^ 71 3M)J 

^. ^.Tgo) s.^ o. HBV HSl-Slofl tfltt A 33 ^M-IN KR127S.^-B| % 

vJHH 2 ! ^«>-g- -fj-^-i- HBV S5]-S1°)1 tf® 



q 7 ) ^§}7l ^<*)H^ HBV^l *3-Sl°fi tfl^ 

^^#^^1 KR127^ 7>^^«3}- 7># -B-A>tb a>^- ^Sfl-fr^*}^- 0 l«~8r 
Sl^s}- ^ se^ f^£) o>ul ^ 

£tt ^"^^r HBV^ S3-Sl°fl tfl^ #7l oi^Vs)- ^ ^ f 1 ^ 

^« a^-^fe ^^BjisL ^^^^1^1 BflW HBV^ — 

HBV^ S^*^ Sej-Sl^l ^ S 20^ <»Hi:t> ^"8: 

2.*h ^<*H'fe ^ 19^ *]<£$ S^Sj-fe- ^ 

» ^Jl^fe HBV21 ^Sl-Sl^l tfl^; oi?J-^- ^ -B-^74 HKR127HC ^ *1<I 

% HBj-Sl<*f| tf)^ 34] -fr^Xj- HKR127KC » *fl^3:4. 

a^r, ^ ^^Hfc HKR127HC» SL^fe t^S ^3 P C MV-HKR127HC 



(7liJ-tti5:: KCTC0531BP )^ HKR127KC* S^fe ^ *W 

pKC-dhfr-HKR127 (7)^Sl: KCTC0529BP )# afl^t*. 

£ ^^Hfe ^ pCMV-HKR127HC^ ^ *S\B\ pKC-dhfr-HKR127 3. 

C0S7 ^#^H ££r HZIKR127^r 

£^r, £ ^olH^r #7] HZIKR127-g: nfl^aH HBV S^^-S H^-Sl 

°fl cfl^- HZKR127S1 

a. ^ofl^fe. HBV^I ^el-Sl^l ^ ol^VSj- X\]3iS}7] -T- 

# HBV^ S^-Sl^l ^ *m ^m^n KR127S] 7>^<^^ A-l<l52f 7 > 

^«§£EL 31 °1 3 (GenBank data base)S.-^-B) ^<*-^3.^ ^^^1^^ 

(germline) -B-#*M- ^4, DP7<>1 KR127 ^4)3 7}«i<3^ -fr^ 

^ -frA}^ ^-^1 -fr^XMji, DPK127> ^l^l KR127 7}-#<3<* 

*J-«M S?} ^) -frQ*} DP7, DPK12<>fl KR127^ CDRs» o|^s}oj £ 

911}$- ^n^) « ^ 7}^<$<* ^fl2t4. 

t^Hfe 9ll}$- 341 ^ 7>^^« -H-^d^># *1|2:*H=- ^1 9X°] 

^^^r^H sfl^Rr A 33 f^)^ 3413 CDRs^Sr tfl^ 

KR1272] ^-g- Zirfl^. A}-g-S}£^p]- *M^^-ofl ^*J-X| ^ ^JlS ^£)^r o> 
CDR^7l^^e)-S a>^- tg-*flo] 6>d] ^XV o.s ^«rS>^i=f. SE^b 
"^^1 7}£<£^<3 o>n] ^-^^o^ CDRs^l conformation)^! ^IN: 



= 3]^ ^(framework region, FR)3 £ ^HicS; #7H~|- KR1274 

^4 ^-#4* *fl£ES>7l 4*H, ^7} t£<£^-^ 

3] KR1273 ^3) 7}£<§<* CDR1, 2, 3^ ^ FR #7] 7fl» 

*^ f^7>«i<^ DP7°fl oi^-sj- -fi-#43 7 >^<g« HKR127HCv(HZ 

H)€- *H 2:4534(51 1 ^-S). 

HKR127HCv(HZn)» Af-g-S}^ ^2:^ ol^sj- t^fe. ZL ^^i: ^ 

44MH &&4. I^^H^r ^^^Sr -fr^M^l 4«H 

KR1274 o>nl^A> ^7l# c| ^ifl -fH24^ 7 >^<§^ 

HKR127HCv(HZI)^r JL^Sj-^^K^ 1 %3^) . 

4#t!r HKR127HC(I)» Afl^£ ol^sj- -^#4^ 

7>^<^^ HKR127HCv(HZII)4 <f^4 34 4€^(leader sequence) ^ ^^"M ^ 
ifl r lS] ^<l-gr #ul pRC/CMV-HC-HuS(KCTC 0229BP)» ^JlS. 4 

a} 4<* 14 4<* 2, *\<& 34 4<I 4, 54 41 6, 41 74 ^1 8, 41 9 

4 41 10 nsli 41 114 *11 124 *l^*fl-& AA °l-8-^ PCR# ^*b4 
(35. 2 ^"20. 

^"71 4« 14 A-]<i 2, 41 34 *I1 4, 41 54 6, 41 74 >H1 8, 41 

94 41 10°1] ^ PCR ^>#^r ^ (anneal ing)4^ o]§ 44 =^*g 0.5. 44 4 
1 14 41 10^ Al^-^l)* 4-g-4°} ^fls^- PCR-I: ^^S, 4 431bp 4 
<2^r4. 0 1« ^11 11^- 41 12^] 44 o]-g-^ pgr ^4 ^ 
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3. «M ^11 1^ A 11 12^q a] ^11- ol-g-g]-^ pcr^- ^^^S. I431bp ^ o]# 
sj- ^ -B-^x} HKR127HC* pBluescript SK(+)°fl #5L^JI pHKR127HC^ ^ 

^71 o!#$- ^ifl -fr^># ^*Rr ^f^ofl A}-g-^ A-i^ l, 2, 3, 4, 5, 6, 7, 8, 
9, 10, 11, 123 *m*!13 ^H^-g: i+eH1aW. ^-^^^-S. ^ i 

n ^ofl 2fl^rJL^ EcoRl*\<£-$r 7}x)JL a-}<* 12 ^ ^. ^ 

# 7 ]si\- £6\ ^afl -fj-*l*} HKR127HC3 7>£<3 < * KR127 ^ 

2\ 7>*i<8^ °M ^ #7} 157H# DP73 ?}<LS. <>}-stb4 

CE 1 

34) ^-^M" *f|2:S}7l ^ V 7] 
KR127S] Tj^fl 7>^<^^ CDR1.33 Q^lty CDR2 <a^-8: 34) 

DPK12°fl ^ifl ^7.>3 7}y&<$<* HKR127KCv(HZH)^- 

(£. 3 

n&IM- HKR127KCv(HZn)» *]~g-sH afl^ D-Sflfe n ^ ^ 

nJ-eH ^€^^^r -fM*M7] KR1273 o>c] 

t xv ^-71-1- c| ^o] ol^jAl^l oi^s* ^ifl HKR127KCv(HZI)» Jl^^cf 

(5= 3 ^20. 

^o]o| Afls.^r <y#5* -SHS!*} HKR127KC(I)-8r 

HKR127KCv(HZn)3- ^413 eju^ a] leader sequence) ^ ^^"M 3^1 * 3 



1-^3 4^ £3. pKC-dhfr-HuS(KCTC 0230BP)# ^Mi^-S 44 41 134 

Ai<* i4, 4<i 15^ 41 16 nelJi 41 174 41 183 44 4-B-44 

PCR-§- ^*3^4. 

41 134 41 14, 41 154 41 164 44 4-8-3: PCR 4* 

^--g- ^ ^^^.S. 44 *|<g 134 41 164 4^* 4 -§-44 PCR-8: ^rW^ 
S 360bp 3 ^$4. °lf 44 41 174 41 184 4l^]« 4-8-1* 

PCR ##4 ^ 44 41 134 41 184 4 , £4» 4-8-44 PCR-8: 

^^S. 739bp 3 ?1#4- 341 -fHEl4 HKR127KC-I- £4 pBluescript SK( + )°ll # 
^^S>JL P HKR127KC4 ^^§1-^4. 

#4 ^4^ 4^°H 4-§-^ 41 13. 14, 15, 16, 17, 18 

ai^^ <g441-i- a^^hhi 44m $4. ^4-2.3, 41 134 4^^- 
zi ^ofl ^jl^ #//7</m41^: 7>4^l 41 184 4t*fl^ ^ ^4 
Sa/141^" 7>^14. 

£4 *i|2:4 £144 ^4) -fr44 HKR127KC4 4^ 4£ ^4 #l€-^-*ll 
KR127 77fl4 44^# 44* 4^*fl DPK124 4^ 4«b ^^r 

4(51 3 %2^>, 

^ m o) a^-sj-^ se]-si4 43: %44 #4 ^^1 ^ ^ ^ 

^ ^^-s>fe ^^4^ ^4^4*1 ^^44 HBV4 ^ 

3-S14 43" <?144- *8^-g- ^1^4. 

hbv4 sbI-si^I 4tb <?m4 %*fl# ^2:44 444, #^°H4 
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#7l ^41 ^ ^ifl i^fe «v^^^ # *fl^tf. 

^aflajO-S., <?]?i5}- i^-S}^ #71 P HKR127HCS-f Bl ol^VSj- 

1- ^Jl^* °l-8-*H £-3^ 4^- pRc/CMV(Invitrogen4 

<y^V5}- ^ifl #el-iDlH. pCMV-HKR127HC» ^1SS>^4. £^ 

^ifll: S^-sHr #71 P HKR127KC3.-*fEl o}7j3)- ^I^Jl^* ol-g- 

*H ^rBl^: 4^- #^^}1: 0 1 7l]^:*V 9X±± pCMV-dhfr (KCTC 8671P)^1 
igHgo} o]^>s)- Tjifl ^-^ #e}-^pl^ pKC-dhfr-HKR127-8r ^lS^-^4. 
#71 1"^«1B1 P CMV-HKR127HC £^ pKC-dhfr-HKR127S tfl#5-(£. co7/) DH5tf^ 

^ ^^^^ ^^^ofl 1998^10^17^7.1-3. 7}^f;}<%t\- 
S.:KCTC0531BP, KCTC0529BP ). 

^ ^oflAi^ hbvs} Hel-Sl^l ^ oi?i5l- ^:€*>7l ■91*}-^, 

^°1 ^ifl « ^l?i5|- ^ifl 4H£7}-& S^-SRr «]El pCMV-HKR127HC^ 

pKC-dhfr-HKR127S C0S7 ^a^o.^. ^^^^1^ HZKR127-g: £ 

^ 4^- <>1» ufi<£*M ^3 oi?J;^- ^1» ^5}^!}. 

#7l^ 321-^o.S. ^ HZKR1274 ^W^H KR1273 

^#^tJ| KR127<H1 HZKR127^ ^ ^ #^U-*fl KR1274 -ft-A> 

«>1^ £ #^^r €-*HH #^1 
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<^A]6g i> «l ^ 4Ha*M9 *fl^ 

o]^ 7 >^^^^r »1SS>71 -f~$, ^3 ^Mr^ll KR127^ ^41 

7}^^ -fr^*}^ *i«i 0 l -frA}^ ^>^-%^l DP124 

ol^^f&l ^^§}JL, ^-71 KR127S] ^4fl 71-^^^^ DP7 7>^^^^1 

HKR127HCv(HZn)# 5L*Y® ^, -H<M ^ ^« 7fl^d^ ^ 91 

HKR127HCv(HZI)^: Jl^^t}. 
^■jqi^o.S. f ^4 7>^^^ -ft-^*} HKR127HCv(HZI)fe $1*>3* ^HH 

CDR1.3 ^ CDR2 ^^-» ^>^^1 ^ 7>^*8^ DP7°fl -*7l HKR127HCv(HZ 

n)» ^-5- ^S-^^l *M PCR^l ^flS^^. 

y-al^ ^.fijft eJ.T^ ^>^^1 1:^/3 -*Hi*Hr 

pRC/CMV-HC-HuS(KCTC0229BP)S.-^-Bl ^ 

<#7] X]€^, ^4fl 7}^^ -ft-^V HKR127HCv(HZn), S1?V3* ^ 1: 

^<g« -B-^># T-flS^ PCR<^1 ^#3^-3. ^ -B-^^V 

HKR127HC(l)^r *l| 2^ 2 

PCRofl A}-g-sV a}<* 1 Lfl*l 7>i<* i2ofl 7l#S>5a4. 

PGR wV-g-^^^r 94 6 C^)^1 1-g-, 55 r°lH l^-, 72 tJ«1H l-gr°-3. Taq DNA 
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± (polymerase)-^ 4-8- *M 304 ^*84534. £4 , 4<* 14 4<* 2, 41 34 
4<£ 4, 4<I 54 41 6, 41 74 4<* 8 , 41 94 41 10, 41 114 41 12 
51 a] ig^H- A>-g-§H DNA 41 14 41 2 (113bp). 41 34 4 

1 4 (96bp), 41 54 41 6 (120bp), 41 74 41 8 (78bp), 41 94 41 
10 (87bp) 4 4 1 M« 4-§-44 £4*1 DNA ^JS1"8: 4^4°3 41 14 41 
4^3. 4^ PCR44 ££*r$!Ul, -S-71 ^ (431bp)-8: 41 114 

41 12^ a]^-^]# A>-g-44 ^-Aj^ DNA^ (1015bp)4 41 14 41 124 4U- 

sjf^AS ^4 ^#4- ^ -fr44 (4 1431bp)« ^l^rJLdt £coRI4 

Si Sa/IS. °<Hf-8: ^4 pBluescript SK( + H #5.^44 pHKR127HC4 ^^rS* 
4. *fl2:4 -n-^44 <£441^r DNA 4€^} (SequencingHl ^ 

n 4<?14£4. 

<^4 6 fl 2> ^4 44 42: 

Si 44 ^31 7>^<g«^r *\}^}7] 444 -f4, KR1274 4^<?M -fi-444 44 ^ 
av a^oI 7p3- -fr4«: A>^-sj-^)l DPK124 4 y <§i3. t-jHBHH^S-M ^i^JI, # 
71 KR1274 341 4^^4 DPK12 ^-44 ^ 4£<8^4 44i^t 41 ^ 1?1 
41^Sr aliasH °1» ^ £144 3^1 -fi"44 HKR127KCv(HZH )» Jlt> 

^ ^, ^ oi^>4- 34# 7fl444 if- ^ oi^>4 $4) -B-44 

HKR127KCv(HZI)^r jL^SSSI 1 ^. 

^ >84 ^-^14 CDR1,2,34 ^ 44 FR 44» 4^ %4 34) 
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%$2i\ §tiHl ^SL^ Tjjfl 5]^ A^^ A>^j-^1 ^ifl 1^<* 4H*l*Kr 

pKC-dhfr-HuS(KCTC 0230BP)S-f-iH ^ 

^■71 E)ti *1€^, ^-M- ^4) 7}^^ -B-^^> HKR127KCv(HZn), ^ 1: 

HKR127KC(I)^- 4 

PCR<H1 ^ll^l* ^1 13 Jf3 ^1 18*11 7l^S>^^-. 

PCR ^r-§- 94 e C°1H 55 *C^^i l^r, 72 °C^|^i 1^^ 30^ *r^*H!l 

tf. *\<i. 13^ Ait 14, Ai<l 15^- ^i^ 16, -H^ 173). 18£] Al^^j|# 

*}-8-*M DNA ^«-^ ^ 13^1- ^1 14(101bp), *\<& I5i4 Ai« 16 

(159bp)3 *>-6-*H DNA^^ *\<£ 13^- I6<q 

7fl S^" PCR*M "S^}^ ^€ ^ (248bp)* ^il 17521- A-l^ 18^ a] 
DNA (515bp)5q- 9^ Ai<i 18^1 £^«H 
o.S ^1 ft&A (736bp)» ^3 

^€ ^#3*- H"*H ^31 -fHdAi-!- Tll^Jii: Hindmty SallS. ^ 

el- pBluescript SK( + )°ll 53.^ «H pHKR127KCef ^^S>^cf. tg-A^ 01^-5}. 
^ifl < §7lAi<g^ r DNA Al€^Ml ^-^l^Sa^-. 

<^a]o]] 3 > 01 ^ -3] ^ T^at 

#eJ-^Dl= pHKR127HC» Tfl^rS^ Sallys. ^ (Klenow) Jl^S. 

■g-^M (blunt Tfl^jL^ Notl°.3, t^-a] ^ej-AJ ^ifl -fj-^ 
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M pRc/CMV (InvitrogenA} ^tti ^fcal^-^. ^-=-3. #^1M-t- 

tfj£|6q ^7"|3 ^aj- ^ -R-#*}» ^ ^ 

PCMV-HKR127HC* ^l^-S}^^. *H*m ^ ^ ^ pCMV-HKR127HC^r KCTC 

ofl 7)n*}%5L (7m-^5::KCTC0531BP), 3£ 5a«fl M-B^S^h 

<^a] d\] 4 > tJ^ ^ fefi^HSl 

^^^c P HKR359KC» ^Jl^i HindmQ ApalSLS, ^ 9lZt^\- 

^e|§}Jl o]s. pCMV-dhfr (KCTC8671P)21 HincM^ Apal ^*H1 ^ 

^1 ^ ^ P KC-dhfr-HKR127^r ^l^SS 1 }. 

Si #3- ^ *jrSl pKC-dhfr-HKR127^r KCTC«^] 7}^}^JL (7)^ 

Jl:KCTC0529BP ), €^ ^ 5b<H] M-E^tfl^rf. 

<€*H1 5> ^313 C0S7 >fli«fl>H 

^o>^^^o] io % ^7>^ DMEM tifl^tiB^l (GIBC0A> *flf-;HH 37X?, 5% €43r7}^-i- 
C0S7 ^cflaflWSSl^. ^-i- 100mm ^ofl 1X10 6 7fl ^ 

^71 33\- <g*H 4°1H ^€ ^ pCMV-HKR127HC^ 

P KC-dhfr-HKR127^1 5/ig-ir *W OPTI MEM I 800^3. sM^l-JL 50^3 ^X^e]-^ 
(Lipofectamine, GIBCO*} *H-^)5. OPTI MEM I 800/^3. #7] 

^ i5mi w*<*)*) ^ 15^- °]^- ^°\}*\ ^msa^. 
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*}°H ^ C0S7 ^]5L» OPTI MEM I (GIBCO*} *l|-g-)a.3. 23) ^l^r£ 

A. 

DNA-^S*!^ ^^-#^] 6.4 ml^} OPTI MEM I« %7}f^JL ^ ^) 

3$ C0S7 A|3£ ifloj) ^-<a^-7ll ^-o] ^7>^ ^7loflAi 72A]?V til] 

*9=^- ^ , tifl 0 ^^ #f^-£- 3.°} ^Q'S ^^r^l (Ultrafiltration Kit)3. 
b_V cf-g-, -sj-ol^l- (anti-human IgG)^ ^-<?M ^-HRP &^7]}°}*= 

(conjugate)* °l-g-^r 4B = fl*l (Sandwich ELIS1AH1 ^» 

<^Aloj| 6> <2#:s* HBV tfl^ 

<£^H1*| ^1^^: HBV^l s^-M Sej-Sl (o>^l ir:^ l-56)# *Ha.3.#3M 
EfiJ *g<>\] 1 ^g^ 3.^V}3L, ^aHI 56fl A) ig- 
31 0, 0.25, 0.5, 1, 2, 3, 4, 5, 7.5, 10, 20, 50 ng^^- %7\Q ^, ^-<y# ^j- 
31 (Fc specific)^ ^JI^^l sJ-aVsJ-Jl^ (horseradish peroxidase) 7} 
(conjugation)^ %3]» 2*r *J-3]3. .l^l^lfe <^3*r* *r$*H 492 nm<H] 

cfl 2:^^.5. 3*9$: KR127-g: o.t^ , ^sj-fe S 1 ofl q-Ej-tflStJ-. 

KR127^ ^-€4^^: IMS 3 ^ (Fc-specificH <£jI^o1 ij. 

^^•^^(horseradish peroxidase)7> ( conjugation)^ ^SN* 2*r %3|5. a> 

IS 1] 
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KR127*)- HZKR1272] HBV ^-Sl°fl tfl$ (¥#5-, 492nm) 



(ng) 


0 


0.25 


0.5 


1 


2 


3 


4 


5 


7.5 


10 


20 


40 


KR127 


0.09 


0.12 


0.15 


0.20 


0.30 


0.36 


0.43 


0.54 


0.60 


0.80 


1.16 


1.64 


HZKR127 


0.09 


0.12 


0.17 


0.26 


0.35 


0.43 


0.60 


0.71 


0.79 


1.12 


1.48 


1.77 



<J£X\6% 7> oi^jq- ^xflo) ^^^^ 

"^1^ HBV 5. 2? -SI ^<^1 tfl$ ^1^1- «&o>iL7l ^3*} 
^ (Competitive ELISA; Ryu et al., J. Med. Virol., 52 , 226, 1997)* °l-g-*J- 

^i^, 1 x 10" 7 ~1 x 10" 12 M -^JE^ HBV tfl*M W C0S7<HH % 

tfls^o] KR127 5ng^# 37°C°1H 2*1 # ^~g-, n 96 

#7l HBV^ ^ ^f^jlS. ^31 *H 5. 6<H1 

^^NS^h KR12734 HZKR1273] ^€ ^ ^4, KR127^ ^ 7 

x 10 7 M~\ HZKR127^r 1 x 10 8 IT 1 ^ ^ ^ ^7\] 

cf o>p]^a> ^717} ^ <?1#3-SM Si*fliflolH3 Q^SISL 
e^, HBV #<g£l «fl# ^ *ls.°fl -ff-g-sM) ^ 
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Ail ^51 : 1 
Ai<l^ ^o] ; 26 
*\<£°) : 

Ml 1] 

5 ' -GAGAATTCAC ATTCACGATG TACTTG-3 ' 

^l^^is: : 2 
Ai«o) : 27 

Ml 2] 

5'-<X£CCCAGGC TTCACCACTT CAGCTCC-3' 
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1*11^] 

^i^^s : 3 
^ll^l zjo] : 18 
*\<*S>) $ : ^^V 

Ml 3] 

5 ' -GTGAAGCCTG GGGCCTCA-3' 

<*! : 4 

zjo] : 27 

*i<I<q : 
^ ^ : 

Ml 4] 

5 ' -AGAACTACTG AATGCGTAGC CAGAAGC-3 ' 
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Ai<!*i3L : 5 

zjo] : 27 

Ml 5] 

5 ' -GCATTCAGTA GTTCTTGGAT GAACTGG-3 ' 

^I^Ul : 6 
a^o) : 27 

[^1*1 6] 

5 ' -AATCCGTCCA ATCCACTCAA GACCCTG-3 ' 
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: 7 

*\<&si\ zjo] : 21 
^o} ^ : i^-ifl 

Ms 7] 

5 ' -TGGATTGGAC GGATTTATCC T-3' 

[^^^ ] 

-*i<S»U: : 8 

^ol : 39 

^ : 
I^il 8] 

5'-GGATTTGTCT GCAGTCAGTG TGGCCTTGCC CTGGAACTT-3' 

21 



Ai^^S. : 9 
X\<&<!\ zJol : 39 

^ : 
^Bfl : 3^ 

Ml 9] 

5 ' -ACTGCAGACA AATCCACGAG CACAGCCTAC ATGGAGCTC-3 ' 

^1^^^: : 10 

: 33 

*|<i<2] ^ : ^ 
Ml 10] 

5 ' -GTCGTACTCT CTTGCACAGA AATAGACCGC CGT-3' 
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^ll^ : 11 
a\<*o) 7^0) : 33 

*]<£°\ : «jA> 

d%°\ ^ : l£-ifl 

^ils] : 71b}- ^(^l^l ^rf €-sH^o]^) 

Ml 111 

5 ' -GCAAGAGAGT ACGACGAGGC TTACTGGGGC CAA-3" 

^<g«lj: : 12 

: 26 

^il^ : tsqxv 
*fl^ ^ : 1^ 

M£ 12] 

o'-CGGTCGACTC ATTTACCCGG AGACAG-3 ' 
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: 13 

X\<xcq zjol : 26 
3 : 

413 ^ : l£-4) 
Ml 13] 



5 ' -CAAAGCTTGG AAGCAAGATG GATTCA-3 ' 

^II^J- : 14 
a^o) zjo] : 36 

14] 

5 ' -TGGAGTTTGG GTCATCAAGA TATCCCCACA GGTACC-3* 
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^il^ : 15 
x\<*°\ *H : 48 

$2) ^ : 
^Bfl : 

Ml 15] 

5 ' -ATGACCCAAA CTCCACTTTC TTTGTCGGTT ACCCCTGGAC AACCAGCC-3' 

*i : 16 

x\<*°\ ^o] : 39 

^ : 1^ 
: *\$^ 

Ml 16] 

5'-CACCAGATAG ATTAGGCGCT TTGGAGACTG GCCTGGCTT-3 1 
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^ll^ : 17 
*\<&4\ : 39 

ifl^ ^ : 1^-3] 
M<I 17] 

5 ' -CTAATCT ATC TGGTGTCTAA ACTGGACTCT GGAGTCCCT-3 ' 

^11^^ : 18 
*i<g£] ^o] : 17 

^ : 1^ 
M«g 18] 

5 ' -GAAGTCGACC TAACACT-3 ' 
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A]<g^5L : 19 
*\<£o\ zjo] :1 i5 

[^11 19] 



Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Val Lys Pro Gly Ala 16 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Ser Ser 32 

Trp Met Asn Trp Val Arg Gin Ala Pro Gly Gin Gly Leu Glu Trp He 48 

Gly Arg He Tyr Pro Gly Asp Gly Asp Thr Asn Tyr Ala Gin Lys Phe 64 

Gin Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr 80 

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Phe Cys 96 

Ala Arg Glu Tyr Asp Glu Ala Tyr Trp Gly Gin Gly Thr Leu Val Thr 112 

Val Ser Ser 115 
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$2) ^ : l£r$ 



20] 



Asp He Leu Met Thr Gin Thr Pro Leu Ser Leu Ser Val Thr Pro Gly 16 

Gin Pro Ala Ser lie Ser Cys Lys Ser Ser Gin Ser Leu Leu Tyr Ser 32 

Asn Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Lys Pro Gly Gin Ser 48 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 64 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys lie 80 

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Val Gin Gly 96 

Thr His Phe Pro Gin Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys 112 

Arg 113 
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[3^*8- 1] 

^i<l 19^ o}nl t A> o] 7>^^^^r 5Lf-§}fe f^-S. ^ HBV^ 

2] 

*i<I 20^1 o}n] X\<*°\ y}^^ ^^HS. ^ HBV^ 

3] 

1 195] o}n] A-^o] 7>^^^^- S^fe ^^5}- ^-I" QSL*} 

HBV^ S^^S Sel-Sl^l <?I?iSj- ^ifl ^7}. 

*fl 2 20^ ol-nl^AV A-^o] 7>^<^^^- Ifsf^ ^SSl- 

^ HBV^ a^-sj-S SBl-Slofl tfl^- <y?>£|- -R-*!*}. 
[^^j- 5] 

t^i «HH P CMV-HKR127HC (7l^«lJ:: KCTC0531BP) . 

4 -R-^*}# i^-S}^ HBV^ S^-S1«^1 tfl^b SUM 341 

1>€ P KC-dhfr-HKR127 (7]^-«]Ji: KCTC0529BP) . 
7] 
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^ 1 g:- 2 ^ HBV He]-Slofl Efltg: ol^VSj- HBV #<33 
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[51 1] 



QVQLQQSGPELVKP 
KR127VH CAG GTC CAG CTG CAG CAG TCT GGA CCT GAA CTG GTG AAG CCT 42 
DP7 CAG GTG CAG CTG GTG CAG TCT GGG GCT GAG GTG AAG AAG CCT 

H2II CAG GTC CAG CTG CTG CAG TCT GGA GCT GAA GTG AAG AAG CCT 42 

--- V---A-VK-- 
HZI - - - - V - - - A - V - - - 

GASVKI SCKASGYA 
KR127VH GGG GCC TCA GTG AAG ATT TCC TGC AAA GCT TCT GGC TAC GCA 84 
DP7 GGG GCC TCA GTG AAG GTT TCC TGC AAG GCA TCT GGA TAC ACC 

HZ I I GGG GCC TCA GTG AAG GTT TCC TGC AAA GCT TCT GGC TAC ACC 84 



T 



HZ I 



FSSSWMNWVKQRPG 
KR127VH TTC AGT ACT TCT TGG ATG AAC TGG GTG AAG CAG AGG CCT GGA 126 
DP7 TTC ACC AGC TAC TAT ATG CAC TGG GTG CGA CAG GCC CCT GGA 

HZ I I TTC ACC AGT TAC TGG ATG AAC TGG GTG CGA CAG GCC CCT GGA 

_ T - Y - - - - - R - A - - 
HZI - - R - A - - 

QGLEWIGRI YPGDG 

KR127VH CAG GGT CTT GAG TGG ATT GGA CGG ATT TAT CCT GGA GAT GGA 168 

DP7 CAA GGG CTT GAG TGG ATG GGA ATA ATC AAC CCT AGT GGT GGT 

HZI I CAG GGT CTT GAG TGG ATG GGA CGG ATT TAT CCT GGA GAT GGA 



HZI 



DTNYNGK FKGKATL 
KR127VH fiftT ACT AAC TAC AAT GGG AA G TTC AAG GGC AAG GCC ACA CTG 210 
DP7 AGC ACA AGC TAC GCA CAG AAG TTC CAG GGC AGA GTC ACC ATG 

HZII* GAT ACT AAC TAC GCA CAG AAG TTC CAG GGC AGA GTC ACA ATG 

- - A Q - - Q- RV-M 
HZI .---AQ--Q----- 

TADKSS STAYMQLS 
KR127VH ACT GCA GAC AAA TCC TCC AGC ACA GCC TAC ATG CAG CTC AGC 252 
DP7 ACC AGG GAC ACG TCC ACG AGC ACA GTC TAC ATG GAG CTG AGC 

HZII ACT GCA GAC ACG TCC ACG AGC ACA GTC TAC ATG GAG CTC AGC 

___ T-T--V--E-- 
HZI -----T-----K-- 

SLTSVDSAVYFCAR 
KR127VH AGC CTG ACC TCT GTG GAC TCT GCG GTC TAT TTC TGT GCA AGA 294 
DP7 AGC CTG AGA TCT GAG GAC ACG GCC GTG TAT TAC TGT GCG AGA 

HZII AGC CTG AGA TCT GAG GAC ACG GCG GTC TAT TAC TGT GCA AGA 

--R-E-T--- T--- 
HZI --R- K-T- - - -- -- 

EYDEAYWGQGTLVT 
KR127VH KAG TAC. GAC GAG GCT TAC TGG GGC CAA GGG ACT CTG GTC ACT 336 

HZII GAG TAC GAC GAG GAC TAC TGG GGC CAA GGG ACT CTC GTC ACT 



HZI 



V S A 
KR127VH GTC TCT GCA 345 

HZ 11 GTC TCT TCA 

S 

HZI S 



2] 
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pRc/CMV-HC-HuS pHKR127HC(HZ ||} 



PCR 



CDR1 CDR2 CDR3 



^34 



PCR 



5. 

■ — :■ 



EcoRI 
L 1 



wa r 

. BMBW 



7 8 



pRc/CMV-HC-HuS 
PCR 



9. JO 
■ ■ 

11 



Cg1 



jq|=E^ PCR 



pBluescript SK+ 



PHKR127HC 



12 



Sail 
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DILMTQTPLILSVT 
KR127VK GAT ATC TTG ATG ACC CAR ACT CCA CTT ATT TTG TCG GTT ACC 42 
DPK12 GAT ATT GTG ATG ACC CAG ACT CCA CTC TCT CTG TCC GTC ACC 
HZ 1 1 GAT ATC GTG ATG ACC CAA ACT CCA CTT TCT TTG TCG GTT ACC 
V------S---- 

HZI --------- S - - - - 



IGQPASISCKSSQS 
KR127VK ATT GGA CAA CCA GCC TCT ATC TCT TGC AAG TCA AST CAG AGC 84 
DPK12 CCT GGA CAG CCG GCC TCC ATC TCC TGC AAG TCT AGT CAG AGC 
HZ II CCT GGA CAA CCA GCC TCT ATC TCT TGC AAG TCA AGT CAG AGC 

F - - - -- -- -- -- -- 

HZI p___---------- 

LLYSNGKTYLNWLL 
KR127VK CTC TTA TAT AGT AAT GGA AAA ACC TAT TTG AAT TGG TTA TTA 126 
DPK12 CTC CTG CAT AGT GAT GGA AAG ACC TAT TTG TAT TGG TAC CTG 
HZ 1 1 CTC TTA TAT AGT AAT GGA AAA ACC TAT TTG AAT TGG TTA TTA 



HZI 



QRPGQSPKRLIYLV 
KR127VK CAG AGG CCA GGC CAG TCT CCA AAG CGC CTA ATC TAT CTG GTG 168 
DPK12 CAG AAG CCA GGC CAG CCT CCA CAG CTC CTG ATC TAT GAA GTT 
HZI I CAG AAG CCA GGC CAG CCT CCA CAG CTC CTA ATC TAT CTG GTG 

- K---P-QI.----- 
HZI K _----------- 

SKLDSGVPDRFTGS 
KR127VK TPT AAA CTG GAC TCT GGA GTC CCT GAC AGG TTC ACT GGC AGT 210 
DPK12 TCC AAC CGG TTC TCT GGA GTG CCA GAT AGG TTC AGT GGC AGC 
HZIl" TCT AAA CGG TTC TCT GGA GTC CCT GAC AGG TTC ACT GGC AGT 
-RF-------S-- 

HZ1 _____------S-- 

GSGTDFTLKI I R V E 

KR127VK GGA TCA GGA ACA GAT TTT ACA CTG AAA ATC ATC AGA GTG GAG 252 

DPK12 GGG TCA GGG ACA GAT TTC ACA CTG AAA ATC AGC CGG GTG GAG 

HZI I GGA TCA GGA ACA GAT TTT ACA CTG AAA ATC AGC AGA GTG GAG 



HZI 



AEDLGVYYCVQGTH 
KR127VK GCT GAG GAT TTG GGA GTT TAT TAC TGC GTG CAA GGT ACA CAT 294 
DPK12 GCT GAG GAT GTT GGG GTT TAT TAC TGC ATG CAA AGT ATA CAG 
HZI I GCT GAG GAT GTT GGA GTT TAT TAC TGC GTG CAA GGT ACA CAT 



HZI 



FPQTFGGGTKLEIK 
KR127VK TTT CCT CAG ACG TTC GGT GGA GGC ACC AAG CTG GAA ATC AAA 336 
DPK12 CTT CCT CC 

HZ 1 1 TTT CCT CAG ACG TTC GGT GGA GGC ACC AAG GTG GAA ATC AAA 

____-_----V--- 
H2I - _--------V--- 

R 

KR127VK CGG 339 
HZII CGG 
HZI 
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pKC-dhfr-HuS 

pcR pHKR127KC(HZ II) 

CDR1 C0R2 CDR3 
| E8g mm BgTl 

13 14 

PCR 



Lk 



15 J6 
■ ■ 



pKC-dhfr-HuS 
PCR 



17 



18 



Ck 



PCR 



Hindlll 
f ' BH 



Sail 



| pBluescript SK+ 



PHKR127KC 



5a] 
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1.00E-11 1.00E-10 1.00E-09 1.00E-08 1.00E-07 1.00E-06 1.00E-0S 
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